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REMARKS 

Applicants thank the Examiner for the thorough corsidv.au * ^ v " cscn 
application, 

( iairns , 28 and 78-93 are pendi ig in this tppiica on ( 1 i ><- 16 and 28 are withdrawn 
from further consideration. Claims I, 5, 6, 10-13, 27 and 29-77 are currently cancelled; claims 16, 
8 8 arc v t t t v s > c k v ! For 

t wi laim 16 changes s depe e cy i clain ? to t aim v * w i drawx 

s ii 7$ mended ca.r r ^ * -)\ 
original version except for numbers i) -3); new claim 79 is supported by previous claim 10; new 
- ; ~o o,io caum "x new claim 81 is ?upj.\ c< v ^ . s <n ^ eeo 

t t v > v •> v. <. *. \ v i ^ \X U ft <. s v. 

v \ > « -*c& by .previous clain k ? % 

b) -re ious claim 76 nevv 7 s 

77; new claims 88-90 are supported by claims 78-80 except t 
o<\-» ' > o > v ail s supported by at least page 4, iine> 8 le specifi io 1 
Thus, no new m alter is added. 

< nv o he bllowing t sark econ-ndera < , <;s 

requested. 



.la^lAa.A».l. ; .. ; ..\::.-....o..i.. ; . •.?..-i...:.J...L i . ; :..'l.-.:-.; 



s 5,6,10-13,2: 2 i an 5 8 der35 S.C. § 
:ing obvious over Gao e ah (USP 6,03 1 J 30; hereinafter ' lor the grounds as 
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\\0 . - v ^ 

[briber emphasize the distinctions of the present invention. Also, new independent claims 79 and 

N- 0 . . L > ^ \ ,v i a IK S v ^ . ' v 

m v \ < x - i 9 to 

, v ^ , ^ o >li chos^ . / e < 1 r 

and 3) 0.01 to 10% by weight of pacliiaxel. Also, new claim 79 of the present invention is 
directed to a solubifeed paeiiiaxe! composition consisting essentially of: 1) 40 to 89.9% by 
weight ofmonooiem, 2) 10 to 59.99% by weight of an oil chosen from triglyceride, iodized oil 
vegetable oil and animal oil, and 3) 0.01 to 10% by weight of paciitaxel and 4} 0.01 to 5 % by 
v.e > . ^ wtcd fr< ou ^ - ann asxx 

> , _ , ^ Lcm and a hepatic metabolism blocks Further, new claim. 80 of the present 
invention is directed to a solubilized paciitaxel composition consisting essentially of: I) 40 to 
89.9% by weight of monooleisy 2) 10 to 59.99% by weight of an oil chosen from triglyceride, 
iodized oil, vegetable oil and animal oil 3) 0.01 to 10% by weight of paciitaxel, and 4) 0.01 to 
nu si.fi er 

in. the oral paciitaxel formulation field, precipitation of paciitaxel is one obstacle because 
this precipitate cannot be properly absorbed into the body. Also, another obstacle of paciitaxel 
ids N s <. N eel due to an efflux system of p-glyeoprotein m 

n e. ^ nes 



ncchkaii 



) provi-aes a pnannaeeutiea; cornpos;t;ors Dascd on me use ot a particular ou pnase 
prises ,. s ^ • p 

i .e e . '\ " t : t 
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^ ^ doih lugde c . L ^ 

ceride is an c->c t io he Gao c< mposition 

Ie\^e\ , v . „\ \ed y ^ v ' no rei dercJ c mous in view o le G a reference 
for at least, follow reasons. 

s^; \ w'amoi'm., o ^ 1 v *s of Gao 

triglyceride o ic nest wentios However, these ^ s ^ <.>i v. 

artisans would not be led io remove such essential ingredients from Gao in a way to destroy the 
pharmaceutical mechanism thereof 

(d) In addition, as demonstrated in the attached Declaration, toe dioiein o! Gao maternmy 
afreets the basic and novel properties of the present invention. Specifically. Example 44 of Gao 
s c c e> a< ' L eneglyco ( I), Cremophoi 1 nd dk ein/monooJein (8:2) 

\„o \ x u < ! \acti3 1 c ee > de 44 < $ac t c ,o 1 « t ' disclo 

of Gao as follo ws: 



Component 


Ween rag 


% w/w 






6 




300""' 




Cremophor EL 


440" "j 


44 


DioiendMonoolein (B:2) 


200 





. Gao oc- < < ss v„ ^ : a 

Sao eoidd effectively solvate paclitaxel. Thus, Applicants 
esent there i t eot -n the attached )e ara n 

10 



In such an experiment, it is noted ihat if the precipitation ox a drug (i.e., paclhaxel) occurs 
when the formulation of the drug is put in contact with water, such formulation is not suitable for 

> C ^ V . S. ^ > , ^ V f % a . x v. 5 

that the drug is unable to be absorbed into the body, and the bioaxcuabiHb- \ thus 

w v v ^ i e ~ a < -> ^ t ^ 

contact with water. 

B sec o \i ah ve, in ottiei to determine he ailability of Cia< ^ m x>unt t ! 
Example 44 of Gao was diluted with water, by which the formulation was put in contact with 
v „ s c; 1 ipitati . , < w > observed. See iht below 1 lean ] of 

the Declaration. 

[Figure I] 




stJmesdilutlon 100 limes mmm 1080 times dilution 

e j ec >se ed - > < at 

v. le type crystals fi particuia is soo as cc s 
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•', the precipitation of pacliaxel was NOT obs 
In this respect ace the Examples of the pre? 



Although Gao discloses the formiflation of paehiaxei as in hxanrple 44, the precipitation 

paclitaxel aftet contact with watet shows cha rioavai b n » » > dv t v 

invention 1 terefore, the present invention provides superior effects to Gao. 

(b) As explained above, since Gao using the mixture of dsolein and nionoolein is i 
o te i do ! Gao would be combined into the present monooieirg si: 
- a v. - ...v he p esei s o^xrs . rm ^ < o n « 

route. •> g< sis send a emoves such < edie 

he c o ~ - > s. 

(2) The Examiner asserts at page 9 of the Office Action that the Gao reference reads 
r e d I ^ ot!w -\ic 1 1 o : 



^ ^ exee n me * e 5 ^ 

s n u 1 u ' » ! the 

, * a _ > u as di. ia'o s -y to 4:6. 

Therefore, the monogiyceride;diglyceride ratio of Gao cannot exist at either 6:^ or 1.5:1. in other 

* >. _ \ v i oi this 

respect, see also the Examples vf Ga.o wherein the amount of diglyceride should be greater than 

v •> -i. 6 and 7 of the Office Vcti< x ^ 

the art can n-odity the amounts and/or ratio of the ingredients and the amount of each parameter 
! «. v v , pe son iaving 

ordinary skill in the art would routinely optimize. 
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- n * xample 44 of Gw), the 
x s i icionnulati < > Me for 



on has nothing to 



>. \s aueaaeu purpc 



n g '■ 



• vernier; are anteren: iro;n , : 



3ao. and the present invention cannot be con -pared with Cm:;. 

\ x w s O'C v » s v \i the liy \uiride c v ao could be subs t* 
with the present triglyceride, the ratio of trigIyceride:monog!yceride ratio m that case is mo 
than 1.5:1. However, since monooiein has high mucoadheslve property, so it is important th 
monooiein should be a major component in the present invention. 



s^u , „ ^ w - w o o cln but i thej p b » « ^e and 

ivmulsifler). Example 3 of the present invention utilizes paclitaxei, monoolein, tricaprylin and 

(. )U <-v. V , < t v. U > K " 0\ ^\ ' > 1. J N 

^ vip t 3 was not absorbed under oral administration. The results are as 



ij a 



S1 / H 

I 1 / \ 
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From such results, h h noted that monooleiri should be a major component, rhereibre. 
one skilled in the art would not be led to the present invention in which monoolem is a major 
eompotnv va^' s v. ^ u 

(4) Further, Applicants wish to point out that the form of she o; 5 composh 

thai >i Gag According to page ines v a ^ , e 

s v v - - \ \ v % <, 400 

xm is above 0.38 in a asc ic between 1 nd 4 i nost cases B e 

to e ex s ei i c < ! posi < 

disperses to form particles oi'a lew micrometers in size. 

On the contrary, Gao teaches at column 6, lines 46-55 that Gag's composition is "self- 
m n OxK ' o amh means a concentrated composition capable of generating 

Vv ^ > e ( >, m 

v ' b- sm a -1 erage droplet size, generally less than about 
' „> ,i ;c ',,0" <m x U s s ^ n nrcp^rng 

size tides or its pi coi ei rates, Howc\e s 
of doing so due to the coarse dispersion in water, the composition of the present invention is 
hmho , " . ^ e rora Gao 

(5) Finally, the composition of the present invention is a lipid-based oral paclitaxei 

i. ed i< hms 88-90 A lot of effort has been made in the art to prepare nano- 
«> /u pmnecs m a ? ^ i _ /, to> ^ s 



s v v s 1 , s ^ l.)e low s iubi J\ 

> k \ v t i v f v contrary to the >rio 
art, 

\ v. . CN V ^ W v. v -v V \ t ^ ^ 

3247) which is authored by the inventors of the present invention, the composition of the present 
cm entior; has excellent oral bioavailabiity 
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Application No. 1 0/52 1 ,669 \ ^ . n - ^ 

0 N V 1 V. t IV 1 1 V _ s 

tiis 5 -' > ^ N * ^ 2 s > b 

i f , „ s s v v v v C ^i>\l> ',{.?< 

in the attached Declaration as well as Article rebuts the prima facie case of obviousness. 

S v, v v vU 1 C v <• i. )C^vlt 

application are believed to overcome the ^ v v < sc. . v. v 

5. x s % . I here ore 1 v. v „ v > 

s v ppiication 

Issue under 35 li.S.C. J J 12. je cond paragraph 

v ' c^cted claim 77 uroa 5 5 t S C ^ s 12 v\ >< 

. v.^ -» O^ W - 

By way of the present submission, claim 77 is cancelled. Thus, tins rejection is moot, 
s \ v val thereof are respectfully requested. 

— A- i-„ _ ii. „V- ' 

Applicants hereby request that the withdrawn claims 16 and 28 be rejoined upon 

Specifically, such withdrawn claims 16 and 28 include all the limitation of claim 78. 
e v s vC ^ A6 \ 28 is requeue : . o ^ . c 
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Application No. 10/52 K669 >ockcs N 4698-i 09FIIS1 

An IJ ah 16} 5 

Reply so Office Action of December i 1. 2009 

Conclusion 

allowance, 

^ > ere be anj - g mailers tl >e resolved 

^j.o- o, 1 \ x requested to contact Craig A. NocRobbie.. Reg. \ 

•2 ' "+ ! v „ ^ v i 5 ' 5 O 

expedite prosecution in connection with the present application. 

If necessary, the Commissioner is hereby authorized in this, concurrent and future replies 
o<. cm credit any o erpa ment to Deposit Vceoi itN A 448 dd u 

fees required under 37.C.F.R. §§1.16 or 1.17; particularly, extension of time rees. 



Dated: 



Respectfully submitted. 

By. \;^^^^.^.^ 

v. h l< ?blc 
Registration No.: 42,874 

BIRCH, STEWART, KOLASCH & BIRCH., Ill 
8110 Gatehouse Road 
Suite 100 East 
P.O. Box 747 

Falls Church, Virginia 22040-0747 
(703) 205-8000 
Attorney for Applicants 



' . c ration 

2. Article (Mol Cancer Ther 2007: 6(12); 3293-3247) 



